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[0001] *mwtt, ftcD6mit&mmutifcm&wh*ji^fflmz.Mirz>o 

[0002] ifrmx, ^4fedSjW*lc^»brS^*ta^&H*©K*S"e*)5. ^5£oj©H(» 

m&£XFffi0kmi¥m&&^ffimk7v i r^C(Xi g ns ™, Eli Lilly and Company) (D 
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[0006] ^biJ^am^-r^immtvx, $LfcffiW'f&mi&msmftt>tiz> (&wft 

5„ y-4hJj4XD?ib, TNFa , IL-6, IL-1, lL-12*$&&mmM\zm<Z.bA*b0km. 

®i%h^-v-4h%^fe, m,i%m&^h*j>'bm$tix\,^(4¥wnxisk2,3) 0 r 

TV ^^fcHbtl/O ^ (#4#fr3Citfc3) o 
[0007] IL-lOtt, ^fc^t£lMh#^<^— oTfc5 0 IL-10^i&ifc^4lMK£^TNF 

MtLx, iL-io&&^irz^mnm&nM£nx33<Q^ -mv&gktm&btix^^ 
^>(##fF^cm8,9) 0 vfru ^.nh^m^Ru KmmL-\o<D^m&$-m>7L^x 
i&mzmite^zmw&z^bhm&zthxm mww^cmo) . il-io^j:§^ 

1995 

##ff;£gfc2: Moore, K.W., et al., Annu. Rev. Immunol. 19:683-765, 2001 
##fFl£Ciife3:Mosmann,T.R. Adv. Immunol.,56: 1-26, 1994 
##fF»4:/J^M^ &&¥&t>i>*Z> p74-80 ^±*± 2000 
##fp^:i^5:Mosmann, T.R. Ann. NY Acad. Sci.,664:89-92, 1992 
#4#fF;£fifc6: Bloom, B.R et al.,Ann. Rev. Immunol., 10:453-488, 1997 
^#ff^CS^7:Klingemann, H.G and Dedhar, S., Blood 74(4):1348-1354, 1989 
#4#frJCifc8: Kimball, A.B., et al., Arch Dermatol 138(10): 1341-1346, 2002 
#£4#fFZ!!Clik9:Van Deventer, S.J.H., et al., Gastroenterology, 113: 383-389, 1997 
##fF^Cfi^lO:Lauw, F.N., et al., The Journal ofimmunology 2000, 165:2783-789 

[ooos] *mwte~<nmmmzm&xft£htih<Dxfr><9, ^mm^m^^b-r^u 
mn,^ikm^^m^mm(Dmtc.fjtmmm^mmir^bxh^o 
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[0009] tmwkMZMtk-r^K , &mw#hte, ^m^mmmmm^mm^m^mMm 
*jis*mwttmm j fcw*nz>z.t*®x ^fc 0 th*iif^» (pbmo 

^PJ^e>^#33^(OIL-10mM^m^^LfCo 

[ooio] ±.m<Dtm, ^mmh-io^Kx^m^R-r^^m^thx^^t^h 

, #33^(iIL-10m^^#-fe^>^im«fc§^, j©HJ^IL-lO0^^f|^i-5?gtt« 
[0011] Sfc, ftSS^^^sm^^h^^^^J^^mi-oVNT^bfci:^, #<<7>ft 

[0012] ±mffi$kfrb. *mw%-bfc£z>n33#im^ ^m\iL-iQm^x^mmm<Dm 
ffstauto *mm&. M:ft&)KmxT<Dbte<ox&z> 0 
te (2) % ^fc«_hiE(3) ^mm^mm^t^^mm^ 

(5)lL-10M^^m^#«> ±fB(lh _tfB(2h _hfB(3h *fcte_Lfe(4) K 
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(6) ±sb (i) a>*t>±m (5) <d\ ^tiMzmM<D®Mtt\tt<Dmmft*m$h$.ftb 

(7) TI5 (a) frb (d) K|Bft<D]£(tt£;ftfcDNA 

(a) m&m^sfrhu^m^- 1 6© v >t ^^-wb^^dna 

(c) is^ij#^-9^^ga^ij#^-i6(Dv ^-r^^-ta^DNAir^hy ^^^^^^-e 
W:/y^X-r5DNA 

^la^j^i^fbia^j^s^i*^^ 

^ 

(8) ±is(7) ^mm^DNA^w-r^^—. 

(9) ±fB (7) ^fB«^DNA^c«_hfS (8) KmM<7)^?-&1&&^%ftm&;&:fc 

(10) m^y^^K^TWB (a) £fcte (b) <DV ^-rtV75^^fB«(D7Ky^^K-efc§ 

(a) |B^J#^-4^|BttOT^7^IB^J^tf^y-<^K 

(b) ia^lJ#-^4{CfB^<DT^y^IE^J^l^fc:^^cDT^y^^^^ x fl-Jn, A 

^it5/*fc{ig^n^T^y^SE^JT^oi:.@B^j#-^4^fB«oT^y^ga?ij 
^tg^^p^-c^r^y^iB^j^tf^y-<^H\ 

(11) TIB (a) £fcte (b) <^T*b;$^fBiK<DT5/^IB?iJSr, MiC/Ky^^Keo 
CDR (complementary determining region) <DT^S$M^\bVXi£tf . #lCD61#l#: 

(a) iB^j#-^i^ga?ij#-*§-3<Di ^-rtim^mm<Dr^ymmm 

(b) ia^j#^-i^^iB?!i#-^3CDv ^nMzmm<DT^;wmmiz.i&tifemwt<vT 

complementary determining region) i:L-"C^t^"t~^)T5/^BB^Us 

( 1 2) mm^j^^-^rm (a) (b) <d\ ^-m^wM^^^^x^ 
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(a) mpm^8\zmm<DT^ymmm&^tf ^y^w 

(13) Tie (a) Tfcfctt (b) ^ft/W-HBit^T^^IE?iJ£, (^H^y^^K© 
CDR (complementary determining region) OT^y^IH^lJ^b-C'^'ti'^ feiCD61fei;#: N 

complementary determining region) £LT4^il5~3~<5T5;/I$t@E^lk 

(14) ±ib(6) ^m^m^-cb^^m^nmm. $.tctz, ±mdo)^h±m 

(15) ±ta(6) ^tam^^^h^^^jqi^j, */c^, _hta(io)^±fe 

(16) ±fB(l)^^_hfB(5)(Z)V^tl>6^aB^^K^c{«(DM^, £fcte, _h 
IB (lO)d^ ±IE (13) ^T^^C^O^tCD61^#:^V^. 2&^t£lMh#^ 

#-f>-lfii2m^tc 3ott5_Lfa (14) _tfB (15) ^fB«(D|S^o p a(D^tt^fiJ 

(is) ^m^mmmm^t^m^4h^^skmmm^if^>±m(i4) ^tc\-i±m ( 

15)^fB«OE^D n p0^i4^J^-r^S!)(Z)^h, 

(l9)TlB(a)^^(b)fB«OXS^tf. CD61^/^SO^#££#U i^^ttlJ- 
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[0013] [iai]#33^#:<D^^^^^^^ay^m^MNFWMag^t-iiir^o m 

pi:0 mto&<Dmm, M$bmL-iom%mir 0 

[m4]A)iL-io^j;siFNy m^nm^^^^x, ^b^>m^.m^^h<Dm 

^mm^^-rmxh^o mm&. v4b*^m^mmfrbiL-iomn-£x<Dmm 

&^~r 0 B)m3m.m^x^iFN y m^miuL-iof)m^x\^^t^irmx^ 

„ mm\*\<Dm^te. »33^m^fcmL-io^m^w-mm(ng/mi)^ir 0 

[Ei5]iM^^j^£«f#B#^b#33^ 

mmmm^tc^^^-rmx^o ^b^j-om^mm^h^^m 

1mi£x<Dmm$:^-t 0 

m6]A)^bmmmmHP-i^^m^mxmmL,tc.^W:^irmxh^ 0 

B)THP-l£*/l^— jV^y-jV (PMA) X^mt^^T—^m^t^tcm^ 

^^mmmxmm^tc^^irmxh^o mm^tz<^x^(D^ 'm\^ 

timmXhZ> 0 C)THP-l£#lb£*fcTHP-l (THP-l + PMA)^fflV^fc^n— i^-^M 

m7iA)^t^tcTHP-immmm^n33^Li$it^tt^tim(D. ttmm^mn 

tfcmffi^&^'fmXhZo B)PBMC&U33ttfotffiCD5mfoiZfcm33#ifcbln. 

cDem^m^^x^—^b^bv-xm^fL-tc^^^i-mxh^o 
m8m3icx^sk^mmM^mm^^^xmnvtc^^irmxh^o 

[|ll9]ik/J^#?tT(-^^#33^#:OIFN7 m^$)J^m^-ria-T:^o 

[mio]F(ab') 4k\^tcn33fomz£%iFNym&fflmifr&*&-rmxhz> 0 jgsmrto 
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am*, wmvtmgi ( m g/mi) &^-t-„ 
coon] cD6i*t"*?m&&m&&u &m&^h*4>m*kwiffli¥m%m 

[ooi5] — jRWfcu ^^tt^h^^^i^^^^^rtbi-^b^^v^^ir^fc^. 

03*. tf, IL-l, IL-6, IFN-y , TNF-atei%m&^h%Jl'<DftmteMX*&Z>o 
[0016] — ^ CD6l£te, mfamffift^<DVy^~vhkVXtobnZ#ls/*?®Xjb<9. 4 

3 3 

CD51/CD6l£L-0^|g-r& 0 CD41/CD61ttaIIb/J3£fclM,\ ik/bU, U&M^kK 
#MtfH-3§3IU jfiL/JvR^V^T^^yy— y^-^von WillebrandH^tDW-feT'^ 
— £LT8MBU jfc/h^^lM^feif m&ft~r<> CD51/CD61(t aV 

[0017] ^Bj^s^^^tt^h^^^^j^ffl^-rs^^^, *mwmn<D& 
min^h^4>skm<Dmm^tc^m^^x^k^x.h^o m^v*^ 
skmn. ]k*<DV4h*4^&±M-utfiin%w\ m%.&. f&jfo.?* (sepsis), 
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ttifcSESE'fi^fl^ (systemic inflammatory response syndrome : SIRSX ]f[LSfcltll:SE^f¥ 

(hps) jwmm^comB^mmmcDm^^^^x^ m^h^4^M.mmm 
LTv^^^^nfetiTv^o ^m^mtn, ^mm^^-r^m^^\ tit*. 

it, ^ifiL^-^i aMiSttt©itife5, SIRS (systemic inflammatory 
response syndrome) x ^^^^Hi~§|fejk5!£ N fttifiUiEv'as'^ M&fttilktfcfe, V vf 

[0018] ^oj;5ft^w^fC£LT, ^^-^y^^, y*«^> 

[ooi9] fom-t. ^,^^yv^t^m^n^>^mx^ 0 ^^^igM, i g D, i g G, 

0^^^x^^^t^y)^^^m^fhx^^ o mmi-±ti, y 
, £ , a(Dmm^^.mi^(D^^^mir^Kmm^(D^y^h^mxh'o. 

5CDR (complementary determining region, ffitt'&^^g^/^&i^o CDRfdfi 
CDRl,2,3c£>3ffiig^#&U ^^fh^35-10T^/mm^<Dm^Xh^o CDRte, N 

^mfrbcDm-3(Dmx\ mm, mm^n^ti^mmztixi^o cDRitm^m 

^^(hypervariable region) bhmttLZ>Z.th&Z>o CDR£Aft-<D Rl^^fi^W A 

7*itfzte^zf?7*xfr&fcm^^xm~xtbz> 0 
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[0020] *mw<D$iCD6mmz. aKy*n— ^/Mnflr-efc^y^n— ^/w^-efco-ofe>«t 

ft-COmm S 5fc<D£t#:<£>CDRcW£fch & ^(DCDR^^cDfetft: (^3t^J^ 7V' — J* 
, ^3g^«*/t:W:Br3MI«S^tf»fJt«>-i:-C*>5. fllfctf* Fab, F(ab') , Fv 

2 

, scFv (single chain FvM^mVMlZ&tf£ffii$Mft<D&mti:&lXfoZ> 0 

[0021] ^0J3(d^:cd6i^«, ^^tt^h^-r^m^sn^j^im^^i-sps^, 

-7\Z.^\^xmK?$frfo\ Z.<D£?f£faCV&\%iW.<DmbVX\^ ^ci— ^SZ21^#33 
[0022] ^W-:m5#33^#M, 4l§k ^mm^hKXoXi^m^titcmPBMC^ 

fcoT, ffiW&CD6ibir&^VxfothCD6mifcxhZ) 0 mztfim^ M1&WKVti& 

-TZX?^ 'pt£<tklFNy , TNFa % IL-6, IL-1 a , IL-1 j3 fc*fUflfftl8«jK:0K£.£ 

^-T^o #33$ifc<DT4y?^mgG2a, k X\ SDS-PAGE(JS5c^JA9)-e®i8*t- 
Hg&S#*J55kDa, L^»30kDa(O^®^^tb^^^^K?r«^-r§r^^T^ 
So *fe#33^<Z> Rf^^, CDRl-3<Z>TS/&E^J:i3j:l*cDNAK^Jfij\ HJfe0!|-O 

-To oT^^^CDCDR<7)|ig^|E|ll(^i- 0 
ia^J#-^l:#33M0CDRl TSSmWSM 
: #33M^CDR2 ^IS^iJ 
E#l#-Jf-3 : #33MCDR3 T^/^IE^J 

ga^i#-^4:#33m^Rr^iH^ r^/mmm 

ia^J#-^5:#33^^CDRl T^BIE^J 
IE?lJ#-^-6:#33^0CDR2 T^/^gB^lJ 



WO 2005/068504 



10 



PCT/JP2005/000567 



BB#I#^7 : #33^0CDR3 T$Sffl5&i\ 

lS^IJ#-^9 : #331|^CDR1 DNAfE^J 
IE^lJ#^-10 : #33m^CDR2 DNAgB^lJ 
SB^J#^-ll:#33fi^CDR3 DNAgE^J 
gE3W§"12 : #33M^ nT£«s DNAgH^J 
IB?lJ#^-13 : #33^^CDR1 DNAgB^lJ 
IB^IJ#^- 1 4 : #33i|g§tCDR2 DNAgE^U 
IE^IJ#^-1 5 : #33ig#|CDR3 DNAgB^J 
IE^J#^-16:#33M"ST^i^ DNAgE^J 

?'J&\ figg^U^:/^R(£CDR (complementary determining region) (DT^S^MMb 

IB^IJ^r, Jgf^y^W^CDR (complementary determining region) (DT^/m&l 
[0023] #33^«, tbCD61*fc«thPBMC^M^L-C^cO*-^(Cbfc^o-CMi- 

u—~r;Vi(jiWX$>in,\£^ /M^DK— ^&c(Kohler and Milstein, Nature 
256:495(1975))^. *mm#b\^£<>XWbtiHz£thtt^mi&<Dmmfcm^, 

umttm(*m&ffm8i65e7^)tekic£%^ttfx%z> 0 ^x^vxmmi^tc 
fom*#33ttfcx&%fr¥?fr<Dmmfe, mm^t^xm^^mKx^xn^t 

&mm-fz>z.tx\ n33tf,foxfoz>z.t$:mfei,mz> 0 vsmmt&vDNAmm&DNA^ 
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CDROTS/BfeE^fcttDNAE^J&ft^U 5-7. 9-11. 13-15{C 

[0024] rfi^^y^^K^lE^iJ#^4^|Bm<DT^/^@B^J^tf^y^^KT- 

x&z> 0 ±ibo^$ix^#33^^, #33^^) BT^^^-rs^^^#m^-r5 

[oo25] _hfE3fe^$fi/c#33^:#:», ^^m^x^xmu-r^t^x^ mmtfv^ 

, mm^ ] j^^^mm^8Kmm<Dr^/mmm^^v^^xh^, 
^ccDemm x2bz>**9$ifcxhtb^ #33$ifcmm<v^m%c,mm^' (m^m 

Y-^frh<k^mz.£K>mmL. htm, mm&mmm^xv&i&isxmmirz* 
n^mmmmtt. ^hm^m^M^^m^m^m^^xmm. 

fc%mm-t%~b&X%Z> 0 tfZfofelgn&mm^ MX-tf, Sequences of Proteins of 
Immunological Interest FIFTH EDITION 1991, Elvin A. Kabat et al, NIH Publication 

no. 9i-3242d^A^Rrie-e*>So ^y^w^mm^^mmt, ^xm^m 

ISBN4-8052-0456-7) o 
[0026] £fc, riE^J#-^l^^ia?iJ#-^3^fB«OT^y^gE^iJ^. mgfeKu^w© 

CDR (complementary determining region) (DT^y^ia^lJirbT^tf, ^tCD61^i#:j, 
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complementary determining region) OT^/gtgE^JtL'Ca ti\ fetCD61^L^J l^b, 

{ilfBS^T5:/^gE^IJ^r, M0#y^7°^K<^CDR (complementary determining 
region) <DT^/mmt\^X^^ IB^I#-^53&^E^J##7^|B*^T57iftiE^J 
ft^sKy^^^KOCDR (complementary determining region) <7)T5:y^gE^J^b 

[0027] _hfetMbfei^b, ^^^SiaM^H^fcSo fclfctf, ^fi6^^gf-«t 
«9^^L-CpMbfc#33^:#:mm^CDRa^^- (@B^iJ#-^4) *3 «fcl*#33#i;f«£gC0> 

Sequences of Proteins of Immunological Interest FIFTH EDITION 1991, Elvin A. 
Kabat et al, NIH Publication No. 91-3242^^A^"rt^"e*> ; 5o tK^frOif^ 
fete, #fP^Cilt:ruS5225539j, TEP239400J, r#=^2912618j , rq#fp2828340j , T 
#^fl5pil-4694j, mm ¥1 1-243955 J. ##fF^:Proc. Natl. Acad. Sci. USA 
1989 vol. 86, pl0029-10033, A humanized antibody that binds to the interleukin 2 
receptor, Cary Queen et ei^\Z§gM&$>Z>o &UtiCfc\BT}ir<DfflW?feh. 4k 

[0028] *fc, *33fcmmMir%ijiCD6mfcmmM>, ^mm^cDem^tvxfs-^ 

IB^T^/^SH?iJ{-l*fc«^^:^T^y^^^^ % fl^p, jf A*5J;tf 

r$;m*x&. nun. mA&£Tf/&tznwm£titiT$ymffimxib^x. mm 
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-e*>«. mcDemm (sir. mmmmmk^m~rz>o )&m-fzz.t&x*zz> 0 ± 
mzmm&&\ —&&>\zn. mm^tz.nmm^mm<DT^mm<D\Q%^x 

i£vx\ ^xhx< „ mmtmm<DmM^m^x\ ^xhx^ \ 
[oo3o] ±.mmmmmfcte£x$mM^mm^ ^^m^oxmrn-r^t^x^o m 

delition-mutant^. PCRjfe^W^^aM&^MWlEM^Afe^tt^^^^M^ 

^^(Dmmmm(Dmnmm^m^t9^-^3>^xm^^-^mmum 
mtemMz£^xnft<D±mfcfct:nzzk&x£z>o *>5v^ chain ^^v>^ 
mm<Dtetomikft^jL^&}^mz£z>zthx%z> 0 chain ^-7})istfmz. mma 

#mi£jWv ^mm<Dmfr&t>^&*?v-~^y-tz>jjmx&Z) 0 z.<dx? 
^xmmvtc^mmcDemi^xh^t^^mm-r^izi^ cD6i&&mti, 

tck%<Dtfim#ift5Ll&&. &MJ*yTy±-(fcJ:<>xmmirZ>Z.kX*S1feX$>Z> 0 
[0031] _h|E*iCD61^:#:^M#:^th^T^#^«. h9>Xi?^y?WiW 
«rfflV^^fe(#0|5plO-146194, fcrH¥lO-155492, #fF2938569, #fP3030092, 
^m*hb, Bio'O'^r— Vol.2, No.4 ,2002, p44-50)^\ 7r-^^/l^f5^ 
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9V— &(&M%b~, Bio^^-V— Vol.2, No.4 ,2002, P 51-58. tp§}WlW, Bio^ls 
^-Y— Vol.2, No.4 ,2002, p59-66)^<D<k£p^ftc^£oT. ^^-^^^#^0 
[0032] Ifefc, #33^^^M-T^fei:CD6lfei^m^SiJ(Offi#O^Ji:UT, l"Tffi (a) * 

itm (b) <Di N-r ^^(-fe«c>T^7^iB?ij^, mm^ ] j^^(DCDR ( 

complementary determining region) OT^y^SB^J^LT-atf, £tICD61£t;#s (a) IB 

■ A&£T$/tifcteW:&£thtiT*;mmmxh<>X^ ^@E^J#-^l^)^ia^J#-^3<D 
V^-f^^^tB^OT^y^IB^IJ^lRl^tCCDR (complementary determining region) b 

tLT rTffi(a) £fcte(b) <D\s^-rtifr^mm(DT^JWmm$:, mm^V^^<D 
CDR (complementary determining region) <DT^;^&\\bVXl%tf, tfiCmitfiW; ( 

, w A^xxf^tcitu^titcT^ymmmxhox^ mmm^5frbmm%- 

7(D\,^Ttlfafcn&M<7>TKJ^.M?l\b^^KCDR (complementary determining region 

) bvxmm-r^T^ymmm a^Tf-^-c, mmcDRmmmbmm-rZo 
ifz^b&x%z> 0 z.<Dmmmz. &m<DCDRi-3<DT*/mmmi)K n33tfH£mm<D 
cDRi-3<DT^ymmm^xm33^mm(DCDRi-3(DT^/mmm^m^\\t> 
^frmm<D*frhmu£frZT*;mmmx&%^b%wmbT%o 

[0033] M*CDR^Mifc:fc<£t^ilCDR^Mfr ^~C N CDR(D^^gM£K:oV vOfe^ t: 
CDRl-3<Dlvf tlfal^<Dmz.f?j£L.Xh£<, ivftu^o, feSV^fiSo^T^ 

&bTVNTtiv\ */cM0CDR^M^(-*5ft^6^(7)^m^wti, mmcDRmm 
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[0034] mmcDRmmfc&£TmmcDRmmit<DmM&£xfi$tcD6mft-?hz>zt<Dm 

[0035] &iCD6mm^ cD6ittm>BMc&fomtvxteto<Dxma^tc&<>xmM~i'Z> 
tfH£&m±£it, u^t^ikm^T^^^—^^hyy^-^x^xmmirti 

tf«fcl\, ~r;V%HfcXhfl\-£, s^-7W—' <e£fe(Kohler and Milstein, Nature 

256:495(1975))^, (^3^^4816567^-)^^^^,^^^^ $ 

~>?TZchamiy^7yi/iymmiZ£^XmMX$Z> 0 F(ab') fit, IgG^r 

2 

[0036] ^CD61^#T*&5^<Z>«te, ^iMT'fcSCDei^^Sl^^r^T'fi 1 ^^^ 

[0037] ^(Dm<D^mmmm^\ ^x^ '&m-rz>x?])—~^y , j?mz£z>m, '£%nj?m 
iz£ixmwttzzk&-e$z 0 mz.&. mm^xot-r^mmmw^^^nx 

ox, 4jMfMMff#<D*a»£>, CD6i^>-/^y©^^i-§^^-?yw^yy— 
•TS^as-CtSo £f Cx ^B^X^e^#qi(sPR){v:J:«9^^^iSf^ffl^*f-rs 
mW: (fltel/CBIACORE) ^IJfflbWyy— =^i-5d^t-C#5o i(?D«fc9^b-C^ 
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^(Dmmmz, hplc&^ Eushm^m-^v^^^w-^m^^tz.^-muw-m 
[oo38] ^hKmmv^tir^mm^oM^i&^xhfh^ Mx.\$, ^if-rhvr^^ 

vhX?V—-^y-tZ)Z.bfc£<9 > mBHrZ>~tmX%% (Wrighton NC; Farrell FX; 
Chang R; Kashyap AK; Barbone FP; Mulcahy LS Johnson DL; Barrett RW; JollifFe 
LK; Dower WJ., Small peptides as potent mimetics of the protein hormone 
erythropoietin, Science (UNITED STATES) Jul 26 1996, 273 p458-64^ Verdine GL., 

The combinatorial chemistry of nature. Nature (ENGLAND) Nov 7 1996, 384 
pi 1-13^ Hogan JC Jr. .Directed combinatorial chemistry. Nature (ENGLAND) Nov 7 

1996,384 pl7-9) 0 

[0039] ^.ttrnmyoWte. IL-10jg£Bf^;i:£#LTV^iV\ *mmiZ&ftZ 

iL-iom£Mm%}&bfe, iL-iom^mm*h<DiL-iom^i&wrMm&&m&&$)} 

tzi^^m<DiL-iom±mm^mm0mm^tc.\^^mbit^ivxm^x\^j:< 
xi>, *mM^&tf%iL-iom±nm^fch%bm£>bthZ> 0 iL-iom^mm^ 
(ommte. nm$mm.(D£?\^ iL-ios^jiat-^o^^tL/ciL-io*^, & 
\L-iom^m^xEusAm^(D^m^^m^MmmT^b^x^ 0 
mmmm&mox®m-rz>z.bx\ iL-iom^ftmmitm&&^frz®}&<D#m* 
mm-rz>z.bfrx%z> 0 

[0040] uttmnfe, ±nttmwmn<vmmft%mmirz> 0 ^m^on^mm^mb 
&mf %^btfx%z> 0 ^v\?7yyxh%±mmn<Dmmm^ ±.tmnbmm\^ 
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[oo4i] ^mmmn^tci^(Dmm^mm^tvx^\m^m^^&mz.^xm^ 

^-e#s 0 m%.\*. Rmm&m, mmu mmm. mmm\ftt°* 

^/uxhx^\ ^J^^cov^Tt, n^m^mmm^nm^x, mmm, ism, * 

[0042] *mm-i. #33^0 pT^^^-Ki-SDNA^##fc-r5o ±&(Db$W. « 

w#bK£^x#3mfc^mm^cDcDNAtimfeisti± 0 #33^mm^m^x 
m3zm,wmm^mm^ v ^fihnzz^(Ducmmwt\,x<Dm^<D^ 

Sa^J^ia^J#-^8 N cDNA@B^J^IB^J#^-16^fB«cbfc: 0 

[0043] _htB#33fei^(z>pr^^(DcDNA«, ^mm^n^a^m^^ommr^b^x 
rt-pcr&c^w @ &)(DDNA£mmi-z>z.b&x%z> 0 Mtfcmat. mmm^mz. 
mmzm v ^x&$.^xmmvxh& \ 

[0044] -gfc^mmte, #33^#:(Dpr^^<Z)cDNA{^Mi-SDNA^^#k-r§ 0 ^>£5 

ntzT^ymmm^—^ir^DNA^^n^ 0 ^j^&dnai^ nzmfcuft^ 

-^•>^CD61^i^(DRr^^i^cDNA, th^LCDei^L^-^tf-^^^W^ll]^* 
^CD61^0^^^^cDNA. AX^^f^mbfc#33^L^M#:^Rr^^ 
cDNA^^So 

[0045] ±SB#33^#:0 BT^j^OcDNA^^M-r^DNA^, <k£n3^c£fr)lM-r5r£ 
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[0046] ±iB^hyv^^h^N^y^-^-^ 3 ^#« % laMNr-c&frfi. 

T5K\ 4XSSC. 50mM Hepes pH7.0, 10 X y'V/Vl'Hg^ 20 /z g/ml^t£iJ-^ri|#^- 
DNA$r&tf'^:7y^>f-g— ^3^?§?Kf , 42'C-C— tfc^WN-f^y^Vif— v-a>^ 
fTofc&, SSBUt^o— ^Srg&bnU 42T^-l&{^i-5:i£{^^:7lWif 
— >3>^tT9 0 *©m©ifci£fc:fctt3^&:fc«fcTm&&#^ TixSSC, 0.1% 
SDS, 37°CJ@^-C% J;OJ»jEbV^^i:bTttro.5xSSC, 0.1% SDS, 42°Cj^"C\ 
{CJ^LV^#^UTf*ro.2xSSC % 0.1% SDS, 65X;iU&.XMMirZ)Z.btfX%Z> 0 ZL(D 

^Ktt, \ ^PJ#^^J:«9l^^^c^y-<^K«i:T^7M^J^*DV^-Ci^ 
v^lKH4^i-^„ ffiv^HH4i^, '>&<i:*>40%^_h, &ii;lXte60%J^±, £b 
^^L<«80%^_b, $^{^*L<«90%j^±. $^^$f*L<^>^<^95%^ 
_b, $btC0^b<^>^<^97%J^_h(^Jx.^, 98^)^99%) <7)@a^iJ(D+B|^tt^l=| 
1" o T^/mm^KDm— #J;Uf , Karlin and Altschul {Cj;5T/l^yX^BLAST 
(Proc. Natl. Acad. Sci. USA 87:2264-2268, 1990. Proc. Natl. Acad. Sci. USA 
90:5873-5877, l99Z)K£^X&:fe1-Z>^btfX%Z> 0 Z.OT/V^yXMZ.&^^X, 
BLASTXil^{^^^-57 P ^^i^^l9^$tl,TV^-5(Altschul et al. J. Mol. 
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Biol.215:403-410, 1990) o BlJKSTXfc£<>XT^;Mmm&ffi%rirZ>M&iZ.lZ > s<7* 
iitcbx.it score = 50, wordlength - 3birZ> 0 BLASTirGapped BLAST^n^ 

W^fe(D^^^^#fe^^PT^S(http://www.ncbi.nlm.nih.gov.) 0 
[0047] ±teo#33fei#:0 Rl^^i^OcDNA, #33£i#W Bj^^i^GDcDNA^^-f-SDNA 
te, #33fcift\ #33^l#:(DM0^M^:. #33fei^(DS0^M^, ^<b<^^£i#\ 

X^Z> 0 _hfB^it^*DV>T«, ±fB<^#33^C^OBr^^^(DcDNA, #33tfCfc<DvSm 
^^cDNAJCM^-r^DNA^^— t^ALT*^^^JiS^#AbTt ) J;<, 
±fficDNA*fc«-<^-^^A$nfc^Ktem#:^^ B lft<7)£ift:£#5r^S-et 

^^DNA^^A$tl/TV ^"O&cfcV \, '<?#—<DM f fcWkVX}i&. plasmid pVkl&W 

[0048] ;$3§WfcJ:> #33fei#:OCDR^w-K-t-§DNA^##t^5 o _h5zg(Ot*5«9, *«iff) 
fc«to-C#33tn:^:CDR(DcDNA>5S|^^$tbfCo #33^#fi0i(CDRl-3:i3j;l*#33#;#l£ 
^CDRl-3«, V ^tvt>#33^^O^CD61^#:tbT(D#Mi4^)^^^l0fc>Sa^ 
fi^^^-Cfo^o ±3zl!(Dijoi9,#33^:#:mmor^CDRl^oV^, T$y^gB?iJ£ 
gfi^J#-^l, cDNAlB?"J^@B^JS-^9tc:. #33fei#:fi0pr^CDR2fc:oV^T, T^y^ 
iB?iJ£Sfi?iJ#^-2, cDNAgfi?lJ£ga?lJ#-§-10^ #33^#:M^Rr^CDR3K:oV^ 
T^/^IB^iJ§:iB^J#-^3, cDNAia^J^ffi^^-llfC, USZtfifcmm^mCDRUZ 
OVNT, T57^E^J^IE^J#-^-5, cDNA|B^J^ia^lJ#-^13{c:, , #33tftf«&gnr 
^CDR2^oVNT, T^y^@B?lJ^gB^J#-^6, cDNAgB?lJ£gB?lJ#-^14^ , #33tn; 
flog^or^CDR3^oV^, T^/^IB^J^@B^J#-^-7, cDNAlE^J^gB^J#-^15(c: 

[0049] ±fB#33fet^(DCDR(DcDNA«, ^H#(Cjl^](7)^tCj;«9^-r^^^T^So 
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[0050] -^tz^mMi'i, #33^ft:tDCDR(DcDNAl;iiSM^5DNA£##£-r£ 0 Z.<D£5ft 

#l##ia>£>E#l##3, gS^J#-^5^^gfi^J#-^-7(^V ^i*ttd^cgE«OT5/ilE 

gE?IJ&=— K^DNA^**!^ *©J;5^DNA{CW:, #Z3ft.fc&Lft<D'rVx&C 
CD6l£ift:<DCDRcDNA N th^CD61^#:^tf^^^O»J^*^CD61^ 
(^CDRcDNA. AXW(Cf^mUfc#33fei#:^M^»CDRcDNA^^^o 
[0051] JifB#33^<^CDR<^cDNA^^t-^DNA«^||#{^^O^^J;9f|$St- 

[0052] _L!B<D#33i5T;ft:tf>CDR<E>cDNA % #33^ftOCDR<DcDNA{CiS{£1-6DNAte, #33£t 
ft:, #33^C#:(7)m^CDR^^#:, #33#Lfls:<E>lS&CDRgE^ft\ ^tvfecOtMb^L^, t 
h^ft:T^^^O^#:^jt,#33^ft:{C^Mi-S^CD61^#:^^#:<DM^(^ 

tizm-f-ZZttf^Zo ±|E$S3giC*5V»Tfi, _h|B(D#33feift:<Z)CDR(DcDNA, #33fei 
#:<OCDR<©cDNA^|gMi'5DNA^^— t^AUTd^W^*BJ^t^AbTfc 

Tte, plasmid pVkl^tf S^^^T^^o ^CDei^ft^m^fc^^o— 

[0053] ^Bj#)@^c«^ofi^#:^fflv>. ^m^^YioA^m^n 

m-f-^^mm-r^ ^m^m-t, m vivo strain vitro-r^js-rs^^T* 
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#5. m*-&. *&m<Dtomtzttt*<omm#&mmwito^mMmz&5-u - 
[oo54] ^tc^mM^^m^mmmm^tci^^h^^mmm^n^±^m^ 

ffl^^^&^^lV^^^^S7 L — 9— Kf&SRSrt^^-t-w^^-CtSo fc*5, CD61 

D119Y(119#BT^Sfc& s Dj&»£>YK:g^ KTif) . R214Q, R214W, S752P^# 
y££tvCV>5 0 L33P. R143Q. P407A, R439GK R636C 

[oo55] *&mv>jmn. mi*&&cD6m&ikmm£itz>j:nfr£tt 0 

* 5 -e#So ^cmm^m)^tz.^w-^(D^m^^biJ^>m^. ^vhn— ^ 
<D&mm-'(b#'(^m£*)h&rtti&. ±tmm&^£zmm&m$)bmtbbtiz> 0 
[0056] &tc%\<DMb\.x, fomm&w<D^b%4i'm^m*m , %x,tz.^ m^mm 
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[0057] m^mi^^mfMt^xm^shi^tcnmn^m^mif tiibK tkft 
[oo58] ^mm<D^m^wmmmn. wm^^x^ybt-r^t^xt^ 

^b^^wmm^mm^ ^b^^mm^^m^x^K ^r^elisa 

[0059] ^mwn, ±&<D*mxmm<vx?})—^yj}m&mm~tz>o ^mw<D*?v— 

[0060] ^cD6mm.mmK^b^^>m^mmm^xi^mmm^mm^^T.ni 

^<DMx\^\t^weii±m^(D^m\±^4h^4^<Dm^EusAmmxm&'r^o 
mm<Dmm±m^\,^xi>mmim\fe-tz> 0 ^bx-om&mmm^&mmts 
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b&-v%z>&, ifn y , TNFa , il-i % \L-mmfeir&&fc&^yjj^bL,xmmte 

o 

[0061] ±^(D^j—^>^<Dm, £bic~ik*?})— ~^<htv\ 

x\,^h<D&mvi'fz>^bfrx^z> 0 mx-tf, 96weii^i— h^cD6mm.Mm%~$i%, 

&mfcmm^m^m^x\,^tnx.hnz> 0 l/c^o-c ^-^^y--^(c 
x-oxmtRisfttiVsm^ cd6i \mft^&m&^v*^m^nuvFm*m-t 

te&*mmwK^^x$\m£titci£x<D9£ft&mxm^ mmb\^x^mmm^ 

mmm 

[oo62] ^p^^W!j^^*^^ra0^«o t>o^t>, *mm\*.TW$m 
Mizmfe£ftz>i><Dxnt£\s\ 
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R8340)-e2f&lJ1^3Rb/tO*>. Histopacuel077 (v^-r) ClSLfc, ^>i>(800 x 
G, 30min)^ ^F^l(fii»)l:Wf:U ^Jkffl^^r— (150mM NH CI, 

4 

ImM KHCO , O.lmM Na EDTA, pH7. 2-7 A) X^mVX^sk^^^tch^ 

3 2 

PBMC£Lfc 0 

[0063] &&S)4&«^;*Bdb/c£tefflUh. 3i^§5§*& 0 ©ffj 0 ^Complete Adjuvant ( 

Freund, irhn^) £50/* l&ALfc#, -^^©foot pad^±fBPBMC$:2.0-5.0 x 10 s 

cu y^/^jjs^#fc 0 ^y^-wa^ov^, #y^uv^y=i— /kpeg, ^ 

^O&ffll^TMyeloma P3U 1 *B Jia^Fafc^^^feo 
[0064] /vY^JJK— ^£2%<DHAT^^(GibcoBRL)£r^t?15%FCS, )&t-^$F5ng/ml O 
Streptmycin/Penicillin(Gibco BRL) A<9RPMI(^^) m$l1&1&Vmmi,iZ&* 

ELISAte, MBLT?|g^L-rV ^^^IgG&flc (BS-AU271) &mfttfifc (fl&a*£2 
/z g/mlTiSf^) tVX, tt^JVtt^—^mWiffi^VXlgPttfc (IM-0817) 

m^msoom^vxmm) kLxm^xmnu^ 

[0065] -I'Ay^n^y^M^UTV^^^yK— tCoV^, ^n— iMMhy— ICJ;«9 
PBMC^j^i-^)^±?t^il^bfc 0 70— ^MMJ— tt, ^>-^PBMC(l.O 
xlO 5 Cells/sample) ^*fbT50 » VO^m^MXVk^^X\ \ 2&£tft:{CFITC^S 

[0066] PBMC^S^^-rit^i^^^t-^^^yK— ^t-oVNT, Pg##3^^J; 
«9^a— >>fbbfCo Wo->>fbL^o— >-{CoV^. *tM^SDS-PAGE^J:«90 
Zi-rZHm £^55kDa) , (*3 «30kDa) &m—/<>VXh%Z.b%mMl,tc 0 

[0067] Jfi^cz— >->fbb/c# 33^0^a— ^ x 10%FCS£^t?*&2i^5ng/ml<£> 

Streptmycin/Penicillin(Gibco BRL) RPMIT*$b{-i§^b, *t§£K:/BVV5J#^_Lf#&: 
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ntc 0 /N^/yK— v (•v^y^^jNfllia/P3Ul)^_h^4 I ^IgG^Pl-oteinA(T'W 
^^77/^^/7) %7J*&m V ^T^t^b/Co $G#ffiBuffer£LT50mM 
Tris-HC1(PH8.8), 3M NaCl£, ^ffiBuffer£LT0.17M Glycine-HCl (PH2.3)£J1^ 

li m Membrane (VJtfT) V ^$£0;5>i®Uc o 
[0068] ^C0T-fy^-r7 P «T-fyxhy-/^5/h (Roche) V ^$r5£Lfc 0 #33^<DT 

[0069] (HJfe#|2) #33fcmz£ZPBMC(DV4h*4^m^<DBW<VMtir 

^>-ffi»J^«^#33^:{*:^^nbTit*b, PBMCfCj^aiMrv*;^^* 

[0070] PBMCte, ^glfed^HISTOPAQUE-1077(iy^)^J/lb'C_h^(7)^*D«9^gib 
fct>0£fflWfc 0 ^MlstcMJfe&l.O xlO 5 cells/welTO6well(D:7V— M£*l^Co 
iftteStreptmycin/Penicillin (GibcoBRL), 10% FCS (Equitech) 2r»]LfcRPMI (v^ 

[0071] 1^b#^>-j^£$iJ^3C£L--t, #^/WbDNA(DCpG^e^— y|f(5^(GAC30: 

ACC GAT GAC GTC GCC GGT GAC GGC ACC ACG;QIAGEN%h^^7^^A^^ 

mm), yy^m&mmmfo&ftx-hZLPsii/y^) s v4^2*mRKAMimx& 

§Poly(I:C)(i/^)^fflV^Co CpG;^Sl0//M n LPS-,mM& lOOng/mU 
Poly(I:C);*t-« 100ng/ml^)^-e«ija^M^±fB^J!a^^Pb. 37T), 5% 
CO #£T-?2l&J#iiUto #33^#:^^h^^>'0«iJ^®i!^INF^_h|B^ 

2 

ay^LT, #33fet^^PBMC<D^h^^>'^^{C^-x.§j^#^|^Lfc„ Bl^^yh 
{3, IM-1743 (IFN y ) , IM-1 121 (TNF a ) , IM-0755 (IL-1 a ) , IM-1987 (IL-10) , 
IM-3582 (IL-1 0 ) £<£fflUc 0 
[0072] PBMC\Z£ZV4h*4^m^m<DM-^ttmki^\,^Xhfefilsfz 0 ^iHL 

fcPBMC£rl.O xl0 6 cells/well^l2well<D:/W— M^ig^U MWtWilmfrhl , 2, 5, 10, 
22, 32, 44, 56, 68, SO^^m^-^i^^ift^^y^b, ^-SlMrv^ 
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APbfCo ftfc<D^CD61^ifctLTliifl£^CD61^fr(SZ21, BC*±h :fcJ;U^:/h 
v—;]/b^X^VXlgG2a(MBL)T4y?^^>'hv—^tttl^timM&l » g/mlt 

[0073] ^^IHl-|g3t^i- 0 ^^^tbfc^e/^ci— ^-/kfei#:(Dlo-efc§#33^, 

PBMC}'i5lFNy (DS^^L<ffl]^JL/c(EIlD) 0 i§#, IFN y <Djg£tePBMC£r 
*IJ«10B#P^ @ Um^m^fl^, #33^#ftT^«, IFNy <Dl4(4|lJft 
40NF^^igL-Ct{5iA/^^e)^d^ofc(|lllD) o titcnZZtei!kmtti^h*4> 
X&&TNFa^lL-la(Dm&i>ffiM1-Z>Z.b&ftfa<>tc(m2) 0 ^X\ TNFa^X 

ffi®m%k\^\,^xh, mm&imm&mmistco tnfc* ^ml-c^ #33^c^fc^ 

IttfeLT^VMit^b^o IL-l a , IL-6{cPLTfi, IFN y bm^kK, #33^#:*/c{* 

[0074] IL-lOteil^, IFN y fe$V>te^j§*V-C$i 

m^5^($"J^8-10^r^ Bh #33^iJ»|^R#^^-LT4bXi:, -^O^P^ 

[0075] mi&M3) #33^1^^ £5IFN y M»$IJ^^*5^IL-10M^-(D^ 

— «W{-IL-10^IFNy (Dm±^mUir^b^btiX\^(4¥^^3) 0 ^ 
-C\ #33inft:^J;3IFNy ^ffiit^IL-lO^H^bxv^d^^^-oV^^ftbfc 

o 

[0076] PMBC{^Poly(I:C)^»b, (Ohr) , »I3H#R^ (3hrs) , 8P#P^# (8hrs) % 

20B#W# (20hrs) laL-lOSr^PU #J$b6>b48B#f!fl^f£IFN y g^fi&ELISASfcT? 
ilj^bfc 0 IL-10Oftfr^#33^ft:£fflV\ [^ilWFNy a^*(^SlJ^fTo/c 0 
IL-10«i/^^^A#bfct>O^fflV^c„ ^m^lH4A, H!5^-r o PBMC£$iJ$t 
-T^i:l^^(-IL-10^^PL/c^«, #33^^PLfcHife^iJ2i:l^#{c, PBMClcJ; 
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<5ifn y <Dm±i>mm£fttci)K mwmmm s um^miJWL-tzm^n. ifn 7 m± 
mommmmvx^hR^L-xh, ifn y (Dm^.mm^mm^titcm5D) 0 &t>i^ 

mmZTNFa , IL-l a , IL-1 0 , IL-6fCoVNTt>0£*<D?ifg£tTofc£^ 

[0077] £?c, PBMC(CPoly(I:C), #33tfitfc3o£mL-l0tp fu£tffc(R&D, MAB217) 

#:fi40ng/mU IL-lO^fu^frtelOOOng/ml, 50ng/ml, 2.5ng/mMnU u £ 0 
4B^i- c #33(££5IFNy ^^WJ^^#^(c[5i.ih$tbfCo 
[0078] rtL?>(7)^M«. #33(Cj;5lFN 7 WJ^^IL-lO^^UTl ^£2:^I^LT 

fiJ^$tL/cPBMC(C#33^S^i-^^, IL-lO<D0£;»it£*K 

fc. #33^fi, PBMCflJ^^<D^PS/5^<7^oTt>^P^^^i5^tbS^:-e 
IL10£:M&3-£^> #33ftIL-lO0^3t^jmW^^t>. mhfr<Dm&*lfr\^X 
PBMCK£5IFN y m±*mU1r%mm*m\^X\^^b^ni5fVbo 

[0079] mmm4)*zmvf(D%im(?)mfe 

-CM^fCo IMS, ^tfrffc-^n^r— ^IfBJ^THP-K HPB-ALL, Jurkat, PM-1, 
Molt-4, KM-3, HL-60, K562, THP-1, U937, 293T, HUVEC^fflV vfc 0 fe&fc^r? 
v7T—i?Wfflti&THP-m, thW#|ffl^ttTHP-l^*y^— /V^^/KPMA) ( 
v-^) ^^?iS5ng/ml^PbfcStreptmycin/Penicillin(GibcoBRL), 10%FCS ( 
Equitech) A«9<DRPMI (S^t) X2 0 r^*LT5Mfc£-frfc 0 
[0080] #ffifchJ#^$aj|& (1.0xl0 5 cells) (C^LT, lmg/ml Human IgG(i/^-7) in FCSW 
nv^^ff^tz.(D%^ 3&*ISl/zg/ml #33^t?2%FCS (Equitech) «rg"tf PBS 
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mWt*PX\ 4°C. Z0ftfflmi&£-1tl£o 2%FCS(Equitech)3ra tfPBS T*2mt!c&UZ 

2%FCS (Equitech) Sr^tf PBS^mffi^Sr^Toyt^^^^oV vC, 7c-f^M 
— (ALTRA BCtt) T?#Ptlf SrfTofc, 
[0081] ^m^l2l6^^-ro #33*nC#:tt. aivPaJ?— /Wx^r/^ft$*fcv^n77- S*BS 

[0082] r©THP-l*BJia^oV^, #33fitfl5:SrfflV^^i3Stfc|^IURSrffV\ JnllE^^ 
^m-m^bfCo ^fiS^LTT-ry^-f^^hn-z^fflV^o £1\ 0.5mM 
NHS-LC-Biotin (Pierced) PBS^l .0xl0 7 cells/ml^S (-THP-l^aj^i-^ 

Vtcmjfo&£.<fl£frVti&, NP-40(^7^7 L ^), Protease Inhibitor^ f^Mis? 
•^)&*£t£PBS-emffi*>/<?n&'*S?&4kl'tc 0 *Smk£tltc*>^W&s Human 
IgG(v'^V)^^^$^cProteinA(T^i/ J f A77^v>>7) £lH#IWj!S?nU 

, 4^T?lR£ISEA-tKJ£§-£r*:&. ProteinA-fe^ro— 7(7vv't^77;W^7)t 

SDS-PAGESrHiibfc<Dt> % Avidine-POD (MBL) „ ECL (T^V-rA^r/W^T) 

^r^m, #^*100 kDa#j£{C2^O#m^^^^K^ttlLfc 0 3jgmSr07AlJ: 

[0083] iffiSDS-PAGE^/^^ifBa^^^^K^^mb. TZfu^aL^*%k\Z.feM\^ 

LC-MS/MS^^f, Mascot SearchO^H:, 2*©/<yK©5^, _h0V^TOCD51 ( 
112kDa) N T?V^raCD61 (84kDa) T*$»S>Z.k&WWUt 0 
[0084] #330^tM^*l^tb"C^dSofeCD51i:CD6105*>x #33^^^^^*,^ 
X»fo%fa%&:fe1rZ>tctb, PBMC£r#33, 2&feift: 

xm&Ut&, PE^&CD51taft:(BC#:h *fctePE^fijfcCD61^#(SZ2K BC*±) 
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[0085] m7Biz.^W:^ir 0 CD5ib#33K£^xr.mt^&£ft%mifaMmfeikM£ft-r 

, — CD6KSZ21, BeckmanCoulter%h)^#33<Z)^fe14^— i^bfCo ^<£>££^£k 
#33(D^{iCD61-efcS^f^bfc 0 g|7BtC^^J:5^, U33b?v—> 

SZ2mm^t&&%mWlst£^tfrb. #33^s^-r^fc: 0 h— ^CD61^#: 

[0086] — #33^t#:i:^t 0 h— ^^^^{^M^^-f, CD6m^SZ2H^. PBMC 
^£5IFN-y 0^*b<«]f&J-r^-tt^^^fc(lll2A) o Z.(D~bfrb. IFNyM 
^^CD61^T^^Ji-^^fcfco-C{*, mt°r— ^^H^fe-r, CD61 (Integrin 
0 III) ^LTCDGl^^lWJia^^^/V^^^hi-^^^^^^^^giJ-e 

[0087] (|lffi#j5)CD6mMBJ3&<^ft 

5r^£p<b*vTV^ (##fF^7) 0 PBMCPp<Z)#33^|fflJ!a^#33|^tt^lJ}a^-fe 

/uy-f-x-ftM-imi&u ^■m^b^^m^.m^m^tio -^^m, #33^*0 
mmL-io*m.*£L, ifn y &m$nj£\<^b&t>frofc 0 -sterna #33^mm2 

IL-lO£0M:i\ IFNy &m^1rZ>~b&iil)^tl(7*— #m£1f)o IFN y frtt%&L 

ifn y m.$im.$:m'p^z>b\ ^wm^x-h^Zo 

[0088] (HW!l6)#33(DlfiL/jN^^— 

£4&ftUt 0 ik^C^IS^J^^^hy^^^afClTSOOrpm, 15min it4>U _L 
ftTfe^PRP (Platelet Rich Plasma) £#fc 0 ^Hrr— /l^LT, tfitf&^ffi-^T 
2,300rpm, 15min^frU _hff-T?fc3PPP (Platelet Poor Plasma) £&#Ut> -tlB 
PRP(C=i7-^V(^ft{)Eji^lM)*fc{*#33^iftS0, 5, 10, 20, 30, 50 u g/ml{C 
T?»U lfe/J^^tr(NBS, HEMA TRACER) £fflV vr^B#lft (fgc^f^) 
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[0089] ^37-yv^^ife/J^^^^^S#33^^:o^#?r||^^fe.jfiL/J^ 

, jfiL/J^^tf-C«iJ^Lfc 0 *j-$^L-C, #33^^ftxTjfiL/J^^pa^tgO 
fc5CD61(MBL CD61)?:^PU UTOziSl^Ut, <?>K£Z>MM^ <&mM 

[0090] (^ife^j7) lfc/J^#^T^*5^#33^J:5lFNy j^f^ftJ^Jlltf)^ 

33{cj;^iFNy m^m<Dmm$imft^t$n%fat*yfr&mm^tio pbmc^ij^® 

(Poly(I:C)) . #33. ik/J^^tf (PRP) &|igR#^»lU MttZfrZlFN y & 

aU^WCo PRPfe^MM6tmWklZ.MM\^ plasma£l0%FCSA*9RPMn;ig^;tT 
£tHUc 0 #33^*^^ KmrM&l n g/mll?»bfc 0 PRPtePBMC:PRP(ffcjf ) 

#si::u 5:u io:itte%£D{zmmwLtpizmi3nistc 0 mm48mm&<DiFN y &$iA 
&$j5tuc^m. ^mfrftte^x\,^xh#33mFNym±&ffim^%^btmmx* 

^(EI9) 0 

[oo9i] (^^8)F(ab') iknzmmz.&%&m&^hiJ4ism^m^<Dmi 

2 

#33^^(D«A^^S^-«^, #33^^^^^^, m#WFc§i$#^n 
T?F(ab') teUdft&Srff^U F(ab') ^fetfrOIFN y jg£«J^£*&f^Uc(l3 

2 2 

10A) o 

[0092] #330IgG^_higHife^!ll(Ot^«9)ft^Lfc^, ^i/Zs-TU*— X (v^) 
0.1M g^(pH4.3). 37<€. 20mm^tmU F(ab') ^Lfc 0 -<^>-^^> 

2 

Proteii^(T^y^yr^^>r)XVcW^h^tc.^mitm : tm.m^, F(ab') ® 

2 

#£*!fMUc 0 mmVtcFW) ^#33KolvC, 7.5%T^y^T5K^V^fflV^# 

2 

^#ST*SDS-PAGE£^}fcUc<Z>^ CBB^&:HtV\ #^-fl±*?tS^£?ft§&L 
/Co #jl7C^HT-t?SDS-PAGE5rHig-r^^, ^^>**mb^te$J200kDa{;i, F( 
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2 2 

idolvC, mmm&150kDa\ZtfimX^Z>fat*y7!)\ £fc^*mi^(200kDa)^?&£L 

2 

[0093] PBMC^Poly(I:C)^^0i-^i:P^^^^b^#33F(ab , ) ^iPbT. 48H#P*g 

2 

&<DlFNym.£.m$:EUSA-emfel'tc 0 #33F(ab') te. ^^10/ig/mU l/xg/rm\ 

2 

0.1 g/ml-e^ObfCo ^OBiO^^-T^^ F(ab') itVtcn33KhlFN y M£. 

2 

iWfjfOStt^Ig^fco ^<£>MjH:te, *ffijfiL^#33F(ab') ^-^LTblFNy 

2 

[0094] ( Ji|i£#ij9) #33fei#:0 BT^fg^*5 J;U?CDR(D@a^J^:^ 

#33«^-r§/N-r^yK— ^^*-eixl0 7 cells^feT##Lfcm, Fast Track 
2.0 kit (Invitrogen)£fflVN-C, ^*6.0 gOmRNA£0Jfc-;|i®lUto ^OmRNA^t 
ir^J&UicDNA (Time Saver, Amersham^tSM^b-tPCR^i^, iftftWllIK 

mm^^m?*?—^?^-?—: ATGGRATGGAGCKGGRTCTTTMTCTT (E^IJ 
#-^-17) 

fii^Sffl!^— ^Zf=7^— : CAGTGGATAGACCGATGGGGC (@B?IJ#-*§-18) 
^^i#*Sffi37^-r7 — Y^fJ^-?— : ATGGATTTWCAGGTGCAGATTWTCAGCTTC 

(ia^ij#-^-i9) 

^cf?^— : ACTGGATGGTGGGAAGATGG (IE?'J#-^20) 
Ambiguity code: R= A or G, K= G or T, M= A or C, W= A or T 
mmistcPCR)MVO$:ffiWll^tc&(PCR purification kit, QIAGEN) , ^tfri^tl 
pBluescriptIISK+(STRATAGENE)^^a— r^^^L, i'—frl'^Mtif&ff'otc ( 
SEQ2000, Beckman Coulter) 0 ±fB^f;iJ;oT#£>;txfcIB^J£^Ifi?y ( 
Sequences of Proteins of Immunological Interest FIFTH EDITION 1991, Elvin A. 
Kabat et al, NIH Publication No. 91-3242) £ifct£LT, CDR^r^r^bfCo 
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[4] ifc^ttlMMJ-fV/^IFN y % TNF a , IL-1 % IL-60V ^^^^11*^1 > 

[5] iL-iom^ft^m^-rs, tt*^i, mmm2, m^m. ^tcmn^m4Kmm 

[7] TIB (a) frb (d) ^IS^tD^gl^^cDNAo 

(a) IB?IJ#-!§-9;^ibK?!J#-5§-16tf>l frjW^fBfcODNA 

(b) ia?"J#-5§-l^fbia?lJ#-*§-8<DV ^■f s tLd i fclKft;<DT^y^IS^lJSr= lw -K'^~5DNA 

(c) Sfi^J#-^9/5^gB^lJ#-^16(DV >i- th^Kmm.fDBNAt^hV^^ht^i^X 

do] m^y-<^K^Tfa(a) *^c{* (b) <d\ ^-m^zmn^v^^xh^ & 

CD6mfo 0 

[11] Tffi (a) £7c:te (b) (D\ ^*L^;ifBiK<DT^/®?gB?IJ£, mm^v^^(DCDR ( 
complementary determining region) ^T^/l£IE^J<!;LT'jirtf\ ^tCD61^t#: o 
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complementary determining region) <hlyt^t{§^&T^/iStIE?y 
[12] e&sK^^Kj&STIB (a) £/cte (b) ©v ^1VuWctB*t©#y ^^K^fcS, #L 
CD6l£ift: 0 

(a)ia^j#-^8{cfB^©T^y^E^ij^tf^y-<^K 

[13] TIB (a) (b) <Dl ^1*;toNcfB*c©T^/^ffi?iJ§:, ^atfy^^WCDR ( 
complementary determining region) ©T$/8^SB^U<^LT1§i' i tf\ ^iCD61^i^ 0 

(a) mpm^5fahm&m^7<D\, ^th^zmm^r^/mmm 

(b) @B?lJ#^5^^gE^J§^7©V^i a ^^^|S«©T^/M^J^l^cM^©T 
omplementary determining region) £L"C#$Hi§~f~<5T^/SISE?!j 

[15] ft^e^te^^tt^h^-r^^MJ, ft 5fc^ioa>e>t»3fc«i3 

E^p p 0o 

Od^W ^13©V ^t^^iEm©^CD61^#£/B V \ t£fc&y-4hU'(><Dm± 

[17] &fc&ttcD6mftbmm£-&ziMfr&tt, ^^mb^t^-m^v^^ 
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[19] TfB(a)a>Mb)sesi£<Dig^tf\ cD6i?i//^w&&m$:mu ^mm-^v^ 
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pl:C +#33 +#33 +#33 +#33 

omm 3mm mm 20mm 
IL-6 



00 
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IFNr 
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[HI7] 

A 

97KD - 
66KD - 



ISO #33 



CBB 



B 
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30KD - 




* 



CD51 
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io 2 _; 

10' 



10° 
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i 10 3 
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:E1 
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10° 
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E4 



0.4» 
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-4- Coll (5ug in Gly) 
-■-Glycerol/PBS 
#33 50 ug/ml 
#33 30 ug/ml 
-ft- #33 20 ug/ml 
-+-#33 10 ug/ml 
H>-#33 5 ug/ml 




12 



14 16 



Coll (2ug) 

Coll +#33 63 ug/ml 
Coll +MBL CD61 
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Claims 1 to 6 and 1 6 

It is unknown that what specific substance "a substance or its 
derivative" according to claims 1 to 6 means. Thus, it appears that these 
claims are not clearly described. 

Among "a substance or its derivative" as described above, nothing 
but the antibody #33, an anti-CD61 antibody and a fragmented (F(ab'2)) 
antibody #33 is indicated in practice as "being capable of binding to 
CD61 protein and having an effect of inhibiting the production of 
inflammatory cytokines" in EXAMPLES, etc. Namely, it is unknown what 
substances other than them correspond thereto . Moreover, an excessively 
large amount of trials and errors are needed for a person skilled in 
the art to confirm "being capable of binding to CD61 protein and having 
an effect of inhibiting the production of inflammatory cytokines" in 
practice. Therefore, the inventions according to the above claims are 
neither sufficiently supported by the description nor disclosed therein 
in a manner sufficiently clear and complete for the inventions to be 
carried out by a person skilled in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 

Claims 1 to 6 and 1 6 

It is unknown that a substance of what specific structure "a derivative" 
according to the above claims means. Thus, it appears that these claims 
are not clearly described. 

Although EXAMPLES and so on are examined concerning "a derivative" 
as described above, it is unknown what substances "are capable of binding 
to CD61 protein and have an effect of inhibiting the production of 
inflammatory cytokines". An excessively large amount of trials and 
errors are needed for a person skilled in the art to obtain such a substance . 
Therefore, the inventions according to the above claims are neither 
sufficiently supported by the description nor disclosed therein in a 
manner sufficiently clear and complete for the inventions to be carried 
out by a person skilled in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 

Claims 7 and 10 to 13 

Concerning an anti-CD61 antibody encoded by "a DNA hybridizable under 
stringent conditions" and "a DNA encoding an amino acid sequence having 
deletion, addition, insertion and/or substitution of one or more amino 
acids" according to claim 7 and an anti-CD61 antibody having, as a heavy 
chain or a light chain, a polypeptide containing "an amino acid sequence 
having deletion, addition, insertion and/or substitution of one or more 
amino acids" according to claims 10 to 13, there is a low possibility 
that such a mutated anti-CD61 antibody has the same activity as the original 
antibody. Therefore, it is unknown a DNA or a polypeptide having what 
specific structure corresponds to the DNA or polypeptide according to 
the above claims. An excessively large amount of trials and errors are 
needed for a person skilled in the art to obtain such a DNA or polypeptide. 
Therefore, the inventions according to the above claims are neither 
sufficiently supported by the description nor disclosed therein in a 
manner sufficiently clear and complete for the inventions to be carried 
out by a person skilled in the art. 
(Continued to the next sheet.) 
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